Purpose: Latanoprost is known to have several ocular side effects, including redness of the eyelids, lengthening of the eyelashes, an increase in iris pigmentation, and dryness of the eyes that causes discomfort. There are also several rarer systemic side effects reported in the literature, including chest pain. Case Report: Here we report a rare case of a patient who developed a cutaneous blistering rash on both eyelids, both sides of the neck, and the dorsum of both hands after direct contact with latanoprost eye drops. The lesions cleared following withdrawal of the eye drops. Conclusion: Topical latanoprost can cause severe blistering of the skin that could undermine a patient's confidence in the treating medical team. Reporting of an adverse effect is difficult when a generic topical medication is used.
INTRODUCTION
It is estimated that 500,000 individuals in the UK have glaucoma, and this figure does not include those who have yet to be diagnosed.
[1] The National Institute for Health and Care Excellence guidance [2] advocates use of a topical prostaglandin analog as first line treatment. Latanoprost is the topical prostaglandin analog most widely used in routine clinical practice. Latanoprost is known to have ocular side effects, including redness of the eyelids, lengthening of the eyelashes, increased pigmentation of the iris, and dryness of the eyes that causes discomfort. [3] There are also a number of rarer systemic side effects reported in the literature, including chest pain. [4] Here we report a rare case of a severe cutaneous reaction to latanoprost eye drops.
CASE REPORT
A retired 87-year-old ex-army officer and policewoman attended the clinic for follow-up after starting generic latanoprost 50-µg/ml eye drops 3 months earlier. The patient had been monitored regularly for 3 years as a glaucoma suspect and at her last appointment had been diagnosed with normal-tension glaucoma. At that time, her best-corrected vision was 6/24 in the right eye and 6/18 in the left eye. Her decreased vision was explained by the presence of significant nuclear sclerotic cataract bilaterally. Her intraocular pressure was 14 mmHg in both eyes. The central corneal thickness reading was 555 µm in the right eye and 559 µm in the left eye. The right eye had a cup disc ratio of 0.65 with an inferior hemorrhage and the left eye had a cup disc ratio of 0.8 with superior and temporal thinning. This is an open access journal, and articles are distributed under the terms of the Creative Commons Attribution-NonCommercial-ShareAlike 4.0 License, which allows others to remix, tweak, and build upon the work non-commercially, as long as appropriate credit is given and the new creations are licensed under the identical terms.
For reprints contact: reprints@medknow.com field testing (SITA Fast 24-2). The patient was presented with the options of starting latanoprost eye drops or undergoing micropulse diode laser trabeculoplasty and chose eye drops. At the follow-up appointment, the patient informed us that she had stopped using the drops a month earlier when she developed a blistering rash around both eyes and on her hands. She reported that the pain was so severe initially that she had been unable to sleep. The patient sought advice from her general practitioner, who suggested that she stop using the drops. Thereafter, her rash and pain improved significantly but traces of the erythematous rash remained on her face, neck [ Figures 1 and 2] and hands [ Figures 3 and 4] . The lesions were still slightly tender on palpation. The patient's general health was excellent for her age and she was not taking any prescribed medications. She was independently mobile with no walking aids and was completely self-caring. She was well presented at clinic and was accompanied by her son. There was no history of allergy to medication and she was on no other treatment at the time.
Given the painful blistering rash, the patient declined further eye drops and did not want to undergo micropulse diode laser trabeculoplasty. There was no concern regarding the patient's competency. The patient's son, who was also present at the consultation, agreed with her decision. We respected her wishes and informed her fully regarding the possible impact of her choice. The patient was offered further follow-up with the department but did not attend the appointments. The authors subsequently contacted the patient via telephone. She informed us that the cutaneous lesions resolved following cessation of the offending latanoprost eye drops and that she remains very well.
DISCUSSION
This is the first reported case of a blistering cutaneous rash secondary to use of latanoprost eye drops. The patient and authors attribute the rash to the latanoprost eye drops because the distribution of the rash traced where the drops had been in direct contact with her skin. This belief is supported by the fact that when she stopped the drops, the rash spontaneously improved without the need for treatment. Furthermore, the patient was not taking any other medication when she developed the rash, ruling out a drug interaction. The patient also denied use of topical ointments or perfumes, or any new behaviors that could have accounted for the rash. The patient reported no previous allergies, sensitivities, or skin conditions. She was medically fit and healthy, ruling out a systemic cause for the rash. Although elderly, she retained excellent physical and mental function, as evidenced by her good appearance and demeanor in clinic. She was fully independent at home and was eloquent when discussing her care with us. We concluded that there was no suggestion of the cutaneous lesion being caused by poor self-hygiene, as might be the case with less independent elderly patients. We contacted the patient 15 months following the appearance of the rash and were pleased to learn that the rash had completely settled. The patient's cutaneous lesion has not recurred since, ruling out a seasonal cause. Therefore, we believe the cause of the rash to be the latanoprost eye drops.
The pathologic mechanism underlying the appearance of this patient's skin lesion is unknown. The lesion was distributed where the drops had come into direct contact with the skin, suggesting contact dermatitis caused by a type 4 hypersensitivity reaction. Type 4 hypersensitivity reactions are T-cell-mediated, whereby initial contact with an antigen sensitizes antigen-presenting cells, so that the T-cells are primed when the antigen is reintroduced, resulting in cell destruction and an associated inflammatory reaction. It would have taken time for the patient to become sensitized, which explains why the reaction occurred after a short period of using the drops.
Many side effects of latanoprost have been reported in the literature. Local effects such as lash lengthening, increase in iris pigmentation, and dry eye are well known. There have also been isolated case reports of rarer side effects, including central macular edema, [5] reactivation of herpes simplex, [6] and even chest pain. [4] However, reports of side effects involving the skin are rarer, with only one report of increased skin pigmentation following use of latanoprost. [7] It is important for patients to bring the bottles of any eye drops to clinic when an adverse reaction has occurred because of the numerous generic versions and formulations now available. In this case, it was impossible for the authors to identify the generic latanoprost eye drops that the patient had used. It is also difficult to ascertain whether it was the active ingredient or one of the preservatives in the eye drop that caused the reaction. Unfortunately, the patient did not attend any further appointments with us, so we could not make a referral to a dermatologist or allergy specialist.
Side effects can cause serious harm to patients and this may have been the case in our patient if she had persisted with the drops. Luckily, there were no other medications or systemic problems that could have confounded the diagnosis. It is important for clinicians to recognize the side effects of treatment prescribed to avoid harming their patients. Only by withdrawing the offending agent will the symptoms cease. Clinicians are also reminded to report side effects to the relevant authorities in their respective countries. If patients are not warned regarding potential side effects; compliance with medication will cease and they may lose confidence in the treating clinician.
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